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I. Basis of the report 

an* are no, anne.eC ,o ml report s.nce &^^ZS*SS%i££ 70. ** 



Description, Pages 

1-6 

Claims, Numbers 
1-12 



as originally filed 



as originally filed 



1 KK^X^S&fflSXTC*^ 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23 1 (b)) 
a the language of publication of the international application (under Rule 48 3(b)) 

° 5SS2 a 5 5 Sla,i ° n fUmiShed PUrPOS6S ° f intema «°-' Penary examination (under 

3 - -e«^ appncation, the 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 
O furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form 

D fcsssatrar ^ *- not 90 ■»»- •« 

° MrXTSn'Slrth tT mM °" reCOrcl8d com » uter rea *»"<> «™ * '"enuca. ,o the w«en seance 
4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

s - D attsar^ syjsssssssr no ' been made ' s,nce ** have 



6. Additional observations, if necessary: 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive steo fto be non- 
obvious), or to be industrially applicable have not been examined in respect of: emive STep {XO De non 

□ the entire international application, 

El claims Nos. 1-9 (industrial applicability); 1,2,5-11 (in part) 
because: 

EI the said international application, or the said claims Nos. 1-9 (industrial applicability relatP to th P fniinwinn 
subject matter which does not require an international preliminary examSi^ecifyf 9 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos are so unclear 
that no meaningful opinion could be formed (specify): unclear 

D cotld be formed Cla ' mS N ° S ' *"* S ° inadequate| y supported by the description that no meaningful opinion 
El no international search report has been established for the said claims Nos. 1 ,2, 5-1 1 (in part) 
2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/ 
°n r s?ruSion a s C : SeqU8nCe 9 10 C ° mP ' y With the Standard pr ° Vided for in Annex cXbM^X 

□ the written form has not been furnished or does not comply with the Standard. 

□ the computer readable form has not been furnished or does not comply with the Standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial a»Dlicabilitv- 
citations and explanations supporting such statement mausinai applicability, 

1. Statement 

Novelty (N) Yes: Claims 1-9,11,12 

No: Claims 10 

Inventive step (IS) Yes: Claims 

No: Claims 1-12 

Industrial applicability (IA) Yes: Claims 10; for 1-9,1 1,12 see separate sheet 

No: Claims 

2. Citations and explanations 
see separate sheet 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 



1 . Claims 1 -9 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with respect 
to the industrial applicability of the subject-matter of these claims (Article 34(4)(a)(i) 



No International Preliminary Examination will be carried out in respect of subject-matter 
which is not covered by the International Search Report (see Rule 66.1 (e) PCT), i.e. in 
respect of 4-pyridylmethyl-phtalazine derivatives not falling within the formula I as 
specified in claim 3. 



Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



The documents referred to in this International Preliminary Examination Report as D1, 
D2,... are those cited in the International Search Report. They have been numbered 
according to their order of citation therein. 

The present application relates to a method of treating VHL (claim 1), and VHL-related 
hemangioblastoma (claim 2) comprising administering a 4-pyridylmethyl-phtalazine 
derivative (alternatively in combination with surgery and/or radiation therapy, claim 9). 
Claim 10 is directed to a commercial package comprising a 4-pyridylmethyl-phtalazine 
derivative together with instructions for use in the treatment of VHL and/or VHL-related 
hemangioblastoma. Claim 11 is drafted in the second medical use format. 

The present application does not meet the requirements of the PCT with respect to 
novelty (Art. 33(2)) for the following reasons. 
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Both, D1 and D2 discloses 4-pyridylmethyl-phtalazine derivatives for the treatment of 
various disorders, including hemangioblastoma and hemangioma. However the 
treatment of VHL-related hemangioblastoma is not mentioned. Therefore, ' said 
documents are novelty destroying only for claim 10. 

The following observation is made with respect to present claim 10. Said claim is 
directed to a commercial package comprising a 4-pyridylmethyl-phtalazine derivative 
together with instructions for use in the treatment of VHL and/or VHL-related 
hemangioblastoma. It should be noted that the feature "with instructions for use in the 
treatment of..." is not regarded as a distinguishing feature over a pharmaceutical 
composition comprising a 4-pyridylmethyl-phtalazine derivative as active agent 
Therefore, said claim does lack novelty not only over D1 and D2 but also over any 
document disclosing the 4-pyridylmethyl-phtalazine derivative in connection with anv 
therapeutic use. 3 

6. Furthermore, the present application does not meet the requirements of the PCT with 
respect to inventive step (Art. 33(3)). 

D3, which is regarded as the closest prior art, discloses the treatment of VHL syndrome 
and optic nerve head hemangioblastoma by systemic administration with the VEGF 
inhibitor SU541 6. The present application according to claims 1 -1 2 differs from D3 in that 
other VEGF inhibitors are used, namely the derivatives disclosed in D1 and D2 Thus 
the problem to be solved by the present application is the provision of alternative VEGF 
inhibitors useful for the treatment of VHL. 

The solution proposed in the present application is the use of the VEGF inhibitors 
disclosed in D1 and D2 is obvious. In the light of D3, the skilled person would consider 
obvious to try the VEGF inhibitors disclosed in D1 and D2 as potential therapeutic agents 
in the treatment of VEGF. 



7.1. 



For the assessment of the present claims 1-9 and 11-12 on the question whether they 
are industrially applicable, no unified criteria exist in the PCT Contracting States The 
patentability can also be dependent upon the formulation of the claims The EPO for 
example, does not recognize as industrially applicable the subject-matter of claims to' the 
use of a compound in medical treatment, but may allow, however, claims to a known 
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compound for first use in medical treatment and the use of such a compound for the 
manufacture of a medicament for a new medical treatment. 

7.2. Claim 10 meet the criterion set forth in Article 33(4) PCT because its subject-matter is 
susceptible of industrial application. 
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